1. Introduction {#sec1-brainsci-07-00049}
===============

The prefrontal cortex participates in a variety of higher cognitive functions, such as thinking, reasoning, planning, and decision-making \[[@B1-brainsci-07-00049],[@B2-brainsci-07-00049],[@B3-brainsci-07-00049],[@B4-brainsci-07-00049],[@B5-brainsci-07-00049]\]. Therefore, the prefrontal cortex is thought to be an essential brain area for examining the origin of human intelligence and creativity. This idea has been supported by several lines of evidences. For example, in humans, the prefrontal cortex occupies 29% of the cerebral cortex \[[@B4-brainsci-07-00049]\], which is the largest percentage among primate species and indeed mammalian species. The prefrontal cortex takes a longer time to mature than other association cortices \[[@B4-brainsci-07-00049]\], suggesting that the prefrontal cortex does not participate in basic sensory or motor information processing, but rather participates in more complex and highly integrated functions. This notion is supported by the fact that the prefrontal cortex receives all kinds of sensory information from sensory association cortices, but not from the primary sensory cortices \[[@B6-brainsci-07-00049],[@B7-brainsci-07-00049],[@B8-brainsci-07-00049],[@B9-brainsci-07-00049],[@B10-brainsci-07-00049]\], and the prefrontal cortex sends motor information to motor association cortices, such as the supplementary motor area and the premotor cortex \[[@B11-brainsci-07-00049],[@B12-brainsci-07-00049]\]. The importance of the prefrontal cortex in controlling cognitive functions is also supported by the finding that damage to the prefrontal cortex produces poor judgment, planning, and decision-making in humans \[[@B13-brainsci-07-00049]\].

Although the prefrontal cortex is thought to participate in important cognitive functions in humans, little is known about the mechanism by which the prefrontal cortex produces these functions. However, studies using nonhuman primates have contributed significantly to our understanding of prefrontal functions and their neural mechanisms. Since Jacobsen (1936) \[[@B14-brainsci-07-00049]\] first reported that rhesus monkeys with bilateral prefrontal lesions exhibited severe and long-lasting impairment of delayed-response performance, the delayed-response task has become an essential behavioral task for examining prefrontal functions experimentally using animals. Many important observations have been made using this task \[[@B4-brainsci-07-00049],[@B15-brainsci-07-00049],[@B16-brainsci-07-00049]\]. Jacobsen (1936) \[[@B14-brainsci-07-00049]\] initially suggested that delayed-response deficits were caused by an impairment of the mechanism for the short-term storage of spatial information. However, the true nature of the delayed-response deficit was not clear and there was some disagreement regarding the cause of prefrontal deficits in animal lesion studies and human clinical studies. Goldman-Rakic (1986) \[[@B1-brainsci-07-00049]\] proposed that the prefrontal deficits observed in both monkey lesion studies and human clinical studies can be explained by using a common concept of working memory. Although she originally used the term "representational memory", not working memory, she later used working memory to describe the ability to hold information transiently in mind in the service of comprehension, thinking, and planning \[[@B17-brainsci-07-00049],[@B18-brainsci-07-00049]\]. After this proposal, the idea that working memory is a key concept for understanding prefrontal functions has been supported by numerous human neuroimaging studies and animal studies.

The concept of working memory was first proposed by Baddeley and Hitch (1974) \[[@B19-brainsci-07-00049]\] and has been widely used in human psychology. Working memory has also been used in animal studies. In animal studies, working memory was originally used to explain hippocampal functions \[[@B20-brainsci-07-00049],[@B21-brainsci-07-00049],[@B22-brainsci-07-00049],[@B23-brainsci-07-00049],[@B24-brainsci-07-00049],[@B25-brainsci-07-00049],[@B26-brainsci-07-00049]\]. However, working memory has now become the most important concept for interpreting and understanding prefrontal cortical functions in both humans and animals. Although Baddeley's model of working memory has been widely used to explain the results in human psychological and neuropsychological studies, it is difficult to adapt this model for animal studies. In this review, I will first describe how working memory has been defined in human studies and animal studies. Since a common concept is that working memory is a unique short-term active storage mechanism, I will then explain how information is actively maintained in the neural system based on prefrontal studies using primates. Among the four components of the working memory model that Baddeley proposed, the central executive plays the most important role and the prefrontal cortex has been considered to play this function. Therefore, it is important to consider how the prefrontal cortex can achieve this function. Recently, neural mechanisms for the flexible allocation of memory and neural mechanisms that support metamnemonic functions have been examined in the prefrontal cortex. These two functions are closely related to the functions of the central executive. I will discuss the importance of these studies to understand the neural mechanisms of working memory and the central executive.

2. Working Memory {#sec2-brainsci-07-00049}
=================

2.1. Working Memory in Human Studies {#sec2dot1-brainsci-07-00049}
------------------------------------

The term "working memory" describes a unique short-term active storage mechanism that is used to achieve a variety of cognitive activities including thinking, reasoning, judging, decision-making, and language comprehension. Working memory is sometimes differentiated from short-term memory, such that short-term memory refers to the simple temporary storage of information, whereas working memory refers to both the storage and manipulation of information. Atkinson and Shiffrin (1968) \[[@B27-brainsci-07-00049]\] first introduced a model of short-term memory and explained that this short-term memory acted as working memory when the subject performed a variety of cognitive activities. Subsequently, Baddeley and Hitch (1974) \[[@B19-brainsci-07-00049]\] first proposed the concept of working memory. They defined working memory as a brain system that provides for the temporary storage and manipulation of information that is necessary for complex cognitive tasks such as language comprehension, learning and reasoning. Baddeley and Logie (1999) \[[@B28-brainsci-07-00049]\] further described working memory as a mechanism that allowed humans to comprehend and mentally represent their immediate environment, retain information about their immediate past experience, support the acquisition of new knowledge, solve problems, and formulate, relate, and act on current goals. Similarly, Kieras et al. (1999) \[[@B29-brainsci-07-00049]\] described working memory as a mechanism for encompassing the entire ensemble of temporary stored codes, knowledge representations, and procedures whereby information is maintained, updated, and applied for performing perceptual-motor and cognitive tasks. Further, Miyake and Shah (1999) \[[@B30-brainsci-07-00049]\] described working memory as the mechanisms or processes that are involved in the control, regulation, and active maintenance of task-relevant information in the service of complex cognition, including both novel and familiar skilled tasks. Thus, although working memory is classified as a kind of short-term memory, it consists of neural processes for the short-term active maintenance and manipulation of information. Working memory is thought to be an important concept for understanding neural mechanisms for a variety of higher cognitive functions.

Several models of working memory have been proposed \[[@B30-brainsci-07-00049]\]. The most influential model of working memory was the one proposed by Baddeley and Hitch (1974) \[[@B19-brainsci-07-00049]\] and Baddeley (1986) \[[@B31-brainsci-07-00049]\]. Baddeley's original model of working memory included one master component (the central executive) and two slave components (the phonological loop and the visuo-spatial sketchpad). The phonological loop is a system for speech perception and language comprehension. This component includes mechanisms for the temporary storage of speech-based information. Although subvocal rehearsal was assumed to be necessary for the maintenance of information, storage---rather than the rehearsal of information---was emphasized. On the other hand, the visuo-spatial sketchpad is a system for processing visuo-spatial information and information that cannot be processed by language. The visuo-spatial sketchpad includes mechanisms for the temporary storage of visual images and spatial information. Although the original model of working memory had two slave components, Baddeley (2000) \[[@B32-brainsci-07-00049]\] proposed a revised model of working memory that included an additional slave component (the episodic buffer). The episodic buffer is a temporary storage buffer with a limited capacity and has functions to integrate information that arise from a variety of sources including long-term memory. The episodic buffer is assumed to hold integrated episodes or chunks and not only acts as a buffer between the phonological loop and the visuo-spatial sketchpad, but also links working memory with perception and long-term memory. Thus, the three slave components include mechanisms for the temporary storage of information: the phonological loop temporarily stores speech-based information, the visuo-spatial sketchpad temporarily stores visual images and spatial information, and the episodic buffer temporarily stores integrated episodes and chunks from perception and long-term memory. On the other hand, Baddeley (1986, 2000) \[[@B31-brainsci-07-00049],[@B32-brainsci-07-00049]\] proposed the central executive as the master component for coordinating and integrating the operations of these three slave components to achieve a current goal. The central executive is thought to be a system for allocating a limited capacity of memory resource to each of the slave components based on their demands. If visuo-spatial processing becomes more demanding than language processing, more memory will be allocated to visuo-spatial processing. Thus, an appropriate control process or strategy would eventually be selected to accomplish a current goal. Recently, Baddeley (2012) \[[@B33-brainsci-07-00049]\] proposed a revised model of working memory, but did not change its basic structure.

2.2. Working Memory in Animal Studies {#sec2dot2-brainsci-07-00049}
-------------------------------------

The term "working memory" was originally introduced in human memory studies \[[@B31-brainsci-07-00049]\]. However, this term had also been used in animal studies. In animal studies, "working memory" was usually distinguished from "reference memory" \[[@B34-brainsci-07-00049],[@B35-brainsci-07-00049],[@B36-brainsci-07-00049],[@B37-brainsci-07-00049],[@B38-brainsci-07-00049],[@B39-brainsci-07-00049],[@B40-brainsci-07-00049]\]. In animal studies, "working memory" was defined as a memory system that retains information that is necessary for only one trial, not for subsequent trials, while "reference memory" was considered to be a memory that was useful over many trials and even for an entire experiment that lasted for several weeks or months \[[@B22-brainsci-07-00049],[@B41-brainsci-07-00049]\]. The visual discrimination task is an example of a task that is considered to require reference memory. In this task, the subject's behavioral response to a particular visual stimulus is always rewarded throughout the experiment. Therefore, the formation of an association between a particular visual stimulus and a particular response is required for correct performance, and long-term maintenance of this association is necessary. The essential factors in the reference memory task are the formation of a particular association between a stimulus and a response by learning and long-term maintenance of this association, which are similar to those that are essential for establishing long-term memory in humans. Therefore, behavioral tasks that require reference memory have often been used to examine the neural mechanisms of long-term memory in animal studies \[[@B22-brainsci-07-00049]\].

On the other hand, "working memory" was defined as memory that retains information that is necessary only for the current trial, not for subsequent trials \[[@B22-brainsci-07-00049],[@B41-brainsci-07-00049]\]. The critical difference between a working memory task and a reference memory task is that, in the former, different stimuli guide different responses in different trials. In working memory tasks, the cue information that the subject needs to remember varies from trial to trial. Therefore, the formation of an association between a particular stimulus and a particular response or learning of a stimulus-response association, which are essential for reference memory tasks, is not required. The delayed-response task and the delayed-alternation task are examples of working memory tasks, in which the subject is required to maintain spatial information, such as the location of the bait, during the delay period. The delayed matching-to-sample task and the delayed non-matching-to-sample task are other examples of working memory tasks in which the subject is required to maintain non-spatial information, such as an object itself, its shape, or its color, during a delay period.

In the delayed-response task using monkeys, first, the reward is placed in one of two food wells. Next, the food wells are covered with identical opaque plates so that the subject cannot see where the reward is hidden. After a delay period of several seconds, the subject is required to select the correct food well. Since the location of the bait varies randomly from trial to trial, the subject needs to remember the spatial information specific for the bait location and use this information to make a correct choice. Similarly, in the delayed-alternation task, the subject needs to select the food well alternately. Therefore, the subject is required to maintain information regarding which food well it selected in the preceding trial. Since the information maintained during the delay period is useful only for the current trial and since both tasks require the short-term storage of the information regarding the baited position, these tasks are called "spatial" working memory tasks \[[@B1-brainsci-07-00049],[@B25-brainsci-07-00049],[@B42-brainsci-07-00049]\]. Both the delayed-response task and delayed-alternation task are used not only in primate studies, but also in rat and mouse studies.

On the other hand, the delayed matching-to-sample task and the delayed non-matching-to-sample task are examples of non-spatial working memory tasks \[[@B25-brainsci-07-00049],[@B36-brainsci-07-00049],[@B40-brainsci-07-00049],[@B43-brainsci-07-00049]\]. In these tasks, a sample stimulus is first presented briefly, and then a delay period is introduced for several seconds to minutes. After the delay period, the sample stimulus and another stimulus are presented simultaneously and the subject needs to select the sample stimulus (delayed matching-to-sample task) or the other stimulus (delayed non-matching-to-sample task) to get a reward. The information that is temporarily maintained during the delay period is a non-spatial visual feature such as the object itself, its shape, its pattern, or its color. This information is useful only for the current trial, and a different stimulus is used as the sample stimulus in the next trial. Therefore, these tasks are also classified as working memory tasks.

However, these tasks are also called "recognition memory" tasks in monkey studies \[[@B44-brainsci-07-00049],[@B45-brainsci-07-00049],[@B46-brainsci-07-00049],[@B47-brainsci-07-00049],[@B48-brainsci-07-00049],[@B49-brainsci-07-00049],[@B50-brainsci-07-00049]\]. Since in these tasks, one item is presented as a sample stimulus and, after a delay period, the same item is presented again together with other items, the subject can choose a correct item not only based on their memory of the sample item itself, but also based on the familiarity or the sameness of the item. Therefore, classification based on the fact that the item is "familiar or unfamiliar" or "same or different" can lead to the correct response in these tasks.

Although both delayed-response tasks and recognition memory tasks are considered to be types of working memory tasks, an important difference between these two tasks is that, in the former, information that might suggest the correct location of the bait is not available to the subject during the response period, while in the latter, the same stimulus that was presented during the sample period is presented again together with other stimuli during the choice period. The only essential factor that is required to perform the delayed-response task correctly is memory of the location of the bait, not the familiarity or sameness of the stimulus or the formation of a stimulus-response association. On the other hand, in recognition memory tasks, the subject can select the correct item not only based on the memory of the sample item itself, but also based on the familiarity or sameness of the item. Therefore, recognition memory tasks may be distinct from delayed-response tasks. Recognition memory tasks have often been used to examine mnemonic functions of the hippocampus and the medial temporal lobe. It has been shown that monkeys with lesions in these brain areas exhibit deficits in recognition memory tasks \[[@B49-brainsci-07-00049],[@B50-brainsci-07-00049]\]. On the other hand, the delayed-response task has been widely used to examine prefrontal cortical functions \[[@B1-brainsci-07-00049],[@B4-brainsci-07-00049],[@B15-brainsci-07-00049]\].

3. Neural Mechanisms of Spatial Working Memory in the Prefrontal Cortex {#sec3-brainsci-07-00049}
=======================================================================

Working memory is a unique short-term active storage mechanism that is used to achieve a variety of cognitive activities. Working memory is also a memory system that retains specific information that is necessary only in a particular situation. Although human studies and animal studies involve different behavioral tasks and conditions, they use similar definitions of working memory. To understand the neural mechanisms that support working memory, appropriate behavioral paradigms and appropriate animal models are needed for neurophysiological studies. Although both the delayed-response task and recognition memory tasks are considered to be types of working memory tasks, as an appropriate behavioral task, the delayed-response task offers several advantages over recognition memory tasks \[[@B15-brainsci-07-00049]\]. First, the only information that needs to be memorized is the spatial position where the reward was placed or where the visual cue was presented. Therefore, the same reward and the same visual cue can be used repeatedly throughout the experiment. Second, the position of the visual cue is easy to control and change randomly, and can be described with great accuracy. Third, the subject can easily report the position of the visual cue by hand-arm movements or eye movements. If eye movement is used as the response behavior, it is easy to describe and analyze the subject's behavioral response quantitatively. Fourth, familiarity effects can be excluded from the possible factors that could affect the subject's behavioral performance. Therefore, the delayed-response task would be an appropriate behavioral task for examining the neural mechanisms that underlie working memory functions. As an appropriate animal model, nonhuman primates have several advantages. Monkeys have a large and distinct prefrontal cortex, which includes all of the corresponding cytoarchitectonic areas that have been identified in the human prefrontal cortex. Many anatomical and neuropsychological studies have been performed. Importantly, it has been shown that bilateral lesions of the lateral prefrontal cortex impaired delayed-response performance in monkeys. Thus, neural mechanisms of working memory can be clarified by neurophysiological studies in the prefrontal cortex using monkeys. Using the delayed-response task, neural correlates of the mechanism for the temporary maintenance of information have been examined in the prefrontal cortex.

3.1. Search for Neural Correlates of Working Memory in the Prefrontal Cortex: Historical Overview {#sec3dot1-brainsci-07-00049}
-------------------------------------------------------------------------------------------------

Since Jacobsen (1936) \[[@B14-brainsci-07-00049]\] first showed that rhesus monkeys with bilateral prefrontal lesions exhibited a severe impairment in delayed-response performance, the delayed-response task has become an important behavioral task for examining prefrontal functions in animals \[[@B1-brainsci-07-00049],[@B4-brainsci-07-00049],[@B5-brainsci-07-00049]\]. Many lesion studies in monkeys have repeatedly confirmed that the dorsolateral prefrontal cortex plays significant roles in delayed-response performance. Butters and Pandya (1969) \[[@B51-brainsci-07-00049]\] located an area in the prefrontal cortex that was responsible for delayed-response deficits and showed that the middle one-third of the principal sulcal area is a critical cortical area for performing the delayed-response task correctly. Jacobsen (1936) \[[@B14-brainsci-07-00049]\] initially suggested that delayed-response deficits were caused by impairment of the mechanism for the short-term storage of spatial information. Although this idea was criticized by others \[[@B52-brainsci-07-00049],[@B53-brainsci-07-00049]\], it is still a powerful hypothesis that has been supported by an experiment using an oculomotor version of the delayed-response task \[[@B54-brainsci-07-00049]\]. If the impairment of short-term memory is a major cause of the delayed-response deficit, the neural mechanism responsible for the short-term storage of spatial information necessary for performing the delayed-response task must be present in the dorsolateral prefrontal cortex. Neurophysiological studies performed in this cortical area using the delayed-response task may be able to identify the neural correlates of mnemonic processes.

Kubota and Niki (1971) \[[@B55-brainsci-07-00049]\] used a delayed-alternation task in which monkeys pressed two keys alternately by hand after a delay period and first reported prefrontal activities related to the performance of this task, such as activation in response to visual cue presentation and differential activation during the response period depending on the direction of the response. Fuster and Alexander (1971) \[[@B56-brainsci-07-00049]\] used a delayed-response task under a condition similar to that in the Wisconsin General Test Apparatus, in which food wells were located on the left and the right and monkeys were required to select the correct food well by hand. They reported some important characteristics of prefrontal single-neuron activity. For example, they showed that some prefrontal neurons maintained a higher discharge rate throughout the delay period compared with the discharge rate during the inter-trial interval. Subsequently, Fuster (1973) \[[@B57-brainsci-07-00049]\] used the same apparatus for the delayed-response task and showed that, although some neurons were transiently active during visual cue presentation or during the manual response, many prefrontal neurons exhibited memory-related activity, which was tonic sustained activation during the delay period. This tonic sustained activation was observed only in correct trials, and was not observed in error trials or trials in which a reward was not given. However, transient activation during the cue and response periods was observed even in trials in which a reward was not given. For monkeys to perform the delayed-response task correctly, they must maintain spatial information regarding the baited position during the delay period. Therefore, Fuster (1973) \[[@B57-brainsci-07-00049]\] suggested that tonic sustained excitation during the delay period is attributable to the role of the prefrontal cortex in short-term mnemonic processes, while transient excitation during the cue and response periods is associated with sensory and motor processes, respectively.

In the delayed-response task, the baited position changes randomly between right and left from trial to trial. Therefore, the subject needs to actively maintain the information regarding the baited position during the delay period. If the tonic sustained activity that Fuster (1973) \[[@B57-brainsci-07-00049]\] observed is a neural correlate of mnemonic processes that maintain spatial information during the delay period, this activity should exhibit different patterns of activation depending on the baited position. However, Fuster (1973) \[[@B57-brainsci-07-00049]\] did not find different patterns of delay-period activity depending on the baited position. Instead, Niki (1974) \[[@B58-brainsci-07-00049]\] first found different patterns of delay-period activity. He used a manual delayed-response task, in which monkeys were required to press either a right or left response window that had been illuminated during the cue period, and reported that some prefrontal neurons exhibited delay-period activity of different magnitudes depending on where the visual cue had been presented. Although only a small proportion of prefrontal neurons exhibited this characteristic, Niki (1974) \[[@B58-brainsci-07-00049]\] was the first to show a neural correlate of mnemonic processes that maintained spatial information during the delay period in the prefrontal cortex.

Correct performance of the delayed-response task requires that the subject retain not only spatial information regarding where the visual cue was presented, but also information regarding where the response behavior needed to be directed. Therefore, if differential delay-period activity is a neural correlate of mnemonic processes in the prefrontal cortex, this activity must represent either the location of the visual cue or the direction of the behavioral response. However, it was unclear which information was represented by differential delay-period activity. Niki and Watanabe (1976) \[[@B59-brainsci-07-00049]\] attempted to examine this issue. They used four response windows and constructed two delayed-response tasks and a conditional position task with a delay. In one delayed-response task, the visual cue was presented at either the right or left response window, while in another delayed-response task, the visual cue was presented at either the upper or lower response window. In the conditional position task, the monkeys were required to press the right (left) response window when the visual cue was presented at the upper (lower) response window. The rationale behind this experiment was that, if delay-period activity represented spatial information regarding the visual cue, significant delay-period activity would be observed in trials when the visual cue was presented at one (e.g., left) response window in these tasks, regardless of the direction of the behavioral response. On the other hand, if delay-period activity represented the direction of the behavioral response, significant activity would be observed in trials when the behavioral response was directed toward one direction (e.g., upper) in these tasks, regardless of where the visual cue was presented. They compared the spatial selectivity of delay-period activity of the same neuron among these three task conditions and found that 70% of differential delay-period activities encoded the position of the visual cue, whereas the remaining 30% encoded the direction of the behavioral response. Thus, prefrontal neurons exhibited differential delay-period activity, most of which represented spatial information of the visual cue (retrospective information), while some represented the direction of the behavioral response (prospective information).

Since then, directionally selective delay-period activity has been reported in several studies while monkeys performed manual delayed-response tasks and manual delayed-alternation tasks \[[@B60-brainsci-07-00049],[@B61-brainsci-07-00049],[@B62-brainsci-07-00049],[@B63-brainsci-07-00049],[@B64-brainsci-07-00049],[@B65-brainsci-07-00049],[@B66-brainsci-07-00049]\]. Although these studies used a two-choice (usually left or right choice) or three-choice (left, center, or right choice) paradigm, they all observed directionally selective delay-period activity. Behavioral studies using monkeys indicated that lesions of the dorsolateral prefrontal cortex, especially the cortex within and surrounding the principal sulcus, produced severe and long-lasing deficits in the delayed-response task and the delayed-alternation task \[[@B15-brainsci-07-00049],[@B16-brainsci-07-00049]\]. The results of neurophysiological studies have shown that the prefrontal cortex is involved in correct performance of the delayed-response task and confirmed that the prefrontal cortex plays an important role in spatial short-term memory function. However, further experiments were needed.

3.2. Delay-Period Activity as a Neural Correlate of the Temporary Storage Process in Working Memory {#sec3dot2-brainsci-07-00049}
---------------------------------------------------------------------------------------------------

The finding of differential delay-period activity was important for understanding mnemonic functions of the prefrontal cortex. However, to further prove that the prefrontal cortex plays an important role in spatial mnemonic functions, both behavioral and neurophysiological studies are needed in which visual cues are presented in not just a few positions, but rather in multiple positions with different distances and eccentricities. In addition, more strict control of the subject's behavior may be needed, especially during the delay period. We should be able to exclude the possibility that subjects maintain orientation toward the correct position using head, body, or eye movement during the delay period. Especially, the subject's eye movements should be carefully controlled during the delay period. It has been shown that many prefrontal neurons exhibit eye movement-related activities \[[@B67-brainsci-07-00049],[@B68-brainsci-07-00049],[@B69-brainsci-07-00049],[@B70-brainsci-07-00049],[@B71-brainsci-07-00049]\]. Prefrontal neurons have also been shown to exhibit gaze-related activity \[[@B72-brainsci-07-00049],[@B73-brainsci-07-00049],[@B74-brainsci-07-00049]\], such that the magnitude of gaze-related activity changes depending on the direction of the monkey's gaze \[[@B74-brainsci-07-00049]\]. This "angle-of-gaze" effect is known to affect the magnitude of visual, mnemonic, and motor responses in parietal neurons \[[@B75-brainsci-07-00049],[@B76-brainsci-07-00049],[@B77-brainsci-07-00049],[@B78-brainsci-07-00049]\]. If the monkey's eye movements are not controlled during the delay period and if the monkey tends to maintain gazing at either the right or left correct response window during the delay period, differences in the observed delay-period activity might be a result of the angle-of-gaze effect.

To overcome this weakness in preceding studies, an oculomotor version of the delayed-response task (oculomotor delayed-response task, ODR task) has been widely used \[[@B79-brainsci-07-00049],[@B80-brainsci-07-00049],[@B81-brainsci-07-00049],[@B82-brainsci-07-00049],[@B83-brainsci-07-00049],[@B84-brainsci-07-00049],[@B85-brainsci-07-00049],[@B86-brainsci-07-00049],[@B87-brainsci-07-00049],[@B88-brainsci-07-00049],[@B89-brainsci-07-00049],[@B90-brainsci-07-00049]\]. In the ODR task, the subject's head is immobilized. To control the subject's eye movements during the delay period, the subject is required to maintain gazing at the central fixation target during this period. This task allows us to easily present visual cues at multiple positions in the visual field. In addition, the locations of visual cues and the trajectories of eye movements can be drawn on the same two-dimensional space.

While monkeys performed the ODR task, delay-period activity was observed in many dorsolateral prefrontal neurons \[[@B79-brainsci-07-00049]\]. Delay-period activity showed tonic sustained excitation or suppression during the delay period. Delay-period activity was observed only in correct trials in which the monkey received a reward, and was not observed or was truncated in error trials. In addition, tonic sustained delay-period activity was maintained throughout the delay period. The duration of delay-period activity changed depending on the length of the delay period. These features of delay-period activity support the idea that delay-period activity is a neural correlate of mnemonic processes to temporarily hold information. Notably, a great majority (80%) of delay-period activity exhibited directional selectivity, such that delay-period activity was observed only when visual cues were presented at a particular area in the visual field. The distribution of the best directions of delay-period activity, for which neurons exhibited the maximum discharge, revealed that, although all possible directions were represented, the best directions showed a contralateral bias, such that most delay-period activities had best directions toward the visual field contralateral to the hemisphere where the neurons were located. In addition, significant delay-period activity was observed when the visual cue was presented within a certain area of the visual field. These features of delay-period activity strengthened the idea that delay-period activity is a neural correlate of mnemonic processes to temporarily hold information and indicate that prefrontal neurons with directional delay-period activity have mnemonic receptive fields (memory fields) within the visual field, similar to the finding that neurons with visual responses have visual receptive fields \[[@B79-brainsci-07-00049],[@B91-brainsci-07-00049]\].

If delay-period activity is a neural correlate of mnemonic processes to temporarily hold information, the next question is what information is maintained during the delay period by delay-period activity. Niki and Watanabe (1976) \[[@B59-brainsci-07-00049]\] found that a majority of delay-period activity encoded the position of the visual cue. Similarly, Funahashi et al. (1993b) \[[@B92-brainsci-07-00049]\] examined the same issue using two delayed saccade tasks (delayed pro-saccade task and delayed anti-saccade task) and showed that most directional delay-period activity encoded the direction of the visual cue. To further confirm these observations, Takeda and Funahashi (2002) \[[@B88-brainsci-07-00049]\] used the original ODR task with 8 cue positions and a rotatory ODR task with 4 cue positions, in which monkeys were required to make a saccade 90° clockwise to the direction where the visual cue had been presented. They compared the best directions of delay-period activity between the two tasks for each neuron. Their results indicated that 86% of directional delay-period activity encoded the position of the visual cue, whereas 13% encoded the direction of the saccade. Thus, most delay-period activity encoded the position of the visual cue, while some encoded the direction of the response behavior. The result that more prefrontal delay-period activities encoded a sensory attribute was also observed in experiments using other tasks. For example, Sawaguchi and Yamane (1999) \[[@B93-brainsci-07-00049]\] used a delayed matching-to-space task and found that 90% of prefrontal neurons showed selectivity to the stimulus position, not to the response behavior (either a go or no-go response). Constantinidis et al. (2001a) \[[@B85-brainsci-07-00049]\] used an ODR task, in which monkeys were required to make a saccade to the brighter visual cue, and found that a population of prefrontal neurons maintained the sensory attributes of the visual cue throughout the delay period. Thus, these results further support that most prefrontal neurons hold information regarding retrospective sensory attribute during the delay period.

4. Importance of Delay-Period Activity in Working Memory {#sec4-brainsci-07-00049}
========================================================

Delay-period activity has been observed in prefrontal neurons while monkeys performed behavioral tasks with a delay period. This activity often exhibits tonic sustained activation during the delay period. However, this activity can also exhibit tonic sustained suppression, or a gradually increasing, or gradually decreasing pattern. Since the definition of delay-period activity is activity observed during the delay period, delay-period activity can be observed in any brain area while the subject performs any behavioral task with delay. In fact, delay-period activity has been observed in the parietal cortex \[[@B83-brainsci-07-00049],[@B94-brainsci-07-00049],[@B95-brainsci-07-00049],[@B96-brainsci-07-00049],[@B97-brainsci-07-00049],[@B98-brainsci-07-00049],[@B99-brainsci-07-00049],[@B100-brainsci-07-00049],[@B101-brainsci-07-00049],[@B102-brainsci-07-00049],[@B103-brainsci-07-00049],[@B104-brainsci-07-00049],[@B105-brainsci-07-00049]\], the temporal cortex \[[@B106-brainsci-07-00049],[@B107-brainsci-07-00049],[@B108-brainsci-07-00049],[@B109-brainsci-07-00049],[@B110-brainsci-07-00049],[@B111-brainsci-07-00049],[@B112-brainsci-07-00049]\], the somatosensory cortex \[[@B113-brainsci-07-00049],[@B114-brainsci-07-00049]\], and the premotor cortex \[[@B115-brainsci-07-00049],[@B116-brainsci-07-00049],[@B117-brainsci-07-00049],[@B118-brainsci-07-00049]\]. Delay-period activity has been observed in the primary visual cortex \[[@B119-brainsci-07-00049],[@B120-brainsci-07-00049]\], the superior colliculus \[[@B121-brainsci-07-00049],[@B122-brainsci-07-00049]\], the basal ganglia \[[@B123-brainsci-07-00049],[@B124-brainsci-07-00049],[@B125-brainsci-07-00049],[@B126-brainsci-07-00049]\], the hippocampus \[[@B127-brainsci-07-00049],[@B128-brainsci-07-00049]\], the thalamus \[[@B129-brainsci-07-00049],[@B130-brainsci-07-00049]\], and even the spinal cord \[[@B131-brainsci-07-00049]\].

Although delay-period activity can be observed in any task with a delay, the information that must be maintained during the delay period can differ from task to task. Therefore, the information that neurons hold as delay-period activity can be different in different tasks. For example, when a monkey performs a delayed-response task, delay-period activity in the prefrontal cortex represents either the location of the visual cue or the direction of the response. In contrast, when a monkey performs a delayed matching-to-sample task, delay-period activity represents non-spatial physical features of the visual stimuli (e.g., color, shape). Prefrontal delay-period activity has been reported to represent a variety of information, such as tactile information \[[@B132-brainsci-07-00049]\], auditory information \[[@B133-brainsci-07-00049]\], task rules \[[@B134-brainsci-07-00049],[@B135-brainsci-07-00049],[@B136-brainsci-07-00049],[@B137-brainsci-07-00049]\], task differences \[[@B138-brainsci-07-00049]\], expected reward \[[@B139-brainsci-07-00049],[@B140-brainsci-07-00049],[@B141-brainsci-07-00049],[@B142-brainsci-07-00049]\], a numerical quantity \[[@B143-brainsci-07-00049],[@B144-brainsci-07-00049]\], the relative distance between stimuli \[[@B145-brainsci-07-00049]\], timing \[[@B146-brainsci-07-00049]\], and the temporal order of stimuli \[[@B66-brainsci-07-00049]\], depending on the requirements of the task. This evidence strongly supports the notion that delay-period activity is an important component for understanding the neural mechanisms of working memory.

In addition, different brain areas participate in different functions and different types of information processing. Therefore, the information that neurons hold as delay-period activity is different in different brain areas. For example, in the prefrontal cortex, most delay-period activity encoded the location of the visual cue, while some encoded the direction of the response \[[@B59-brainsci-07-00049],[@B88-brainsci-07-00049],[@B92-brainsci-07-00049]\]. On the other hand, in the parietal cortex, most delay-period activity encoded the direction of the saccade response \[[@B77-brainsci-07-00049],[@B94-brainsci-07-00049],[@B98-brainsci-07-00049],[@B100-brainsci-07-00049]\] or the direction of the arm response \[[@B95-brainsci-07-00049]\], although delay-period activity encoding sensory stimuli has also been reported \[[@B96-brainsci-07-00049],[@B102-brainsci-07-00049],[@B147-brainsci-07-00049]\] Similarly, in the thalamic mediodorsal nucleus, most delay-period activity encoded the direction of the saccade response \[[@B130-brainsci-07-00049]\]. This evidence supports the notion that delay-period activity is important for understanding working memory processes not only in the prefrontal cortex but also in other cortical and subcortical areas.

5. Exploring Neural Mechanisms of the Central Executive {#sec5-brainsci-07-00049}
=======================================================

Baddeley's model of working memory is used to explain the results obtained from human psychological and neuropsychological studies and helps us to understand the mechanisms of various cognitive functions including language comprehension, thinking, reasoning, and decision-making. However, since his model is an abstract model, it is difficult to assign each of its components to a particular neural structure or brain area. However, the central executive is a neural component to coordinate the operations of multiple cognitive systems by integrating top-down and bottom-up signals to accomplish a specific goal. These functions are similar to those that have been proposed for the prefrontal cortex. Therefore, the central executive of Baddeley's model is thought to reflect functions of the prefrontal cortex. In fact, the term "executive function" is often used to describe prefrontal functions. The prefrontal cortex is known to receive a variety of information by bottom-up signaling through cortico-cortical and cortico-subcortical connections and to control the operations of other cortical and subcortical areas by top-down signaling \[[@B148-brainsci-07-00049],[@B149-brainsci-07-00049],[@B150-brainsci-07-00049],[@B151-brainsci-07-00049],[@B152-brainsci-07-00049]\]. Therefore, it is possible to understand the functions of the central executive by examining the neural mechanisms of prefrontal functions neurophysiologically using primate models.

5.1. Neural Mechanisms for Memory Control in the Prefrontal Cortex {#sec5dot1-brainsci-07-00049}
------------------------------------------------------------------

As discussed above, Baddeley (2012) \[[@B33-brainsci-07-00049]\] proposed a model of working memory, which is composed of one master component (the central executive) and three slave components (the phonological loop, the visuo-spatial sketch pad, and the episodic buffer). The function of the central executive is to coordinate and integrate the operation of the three slave components to achieve a current goal. The dual-task paradigm is often used to examine functions of the central executive \[[@B153-brainsci-07-00049],[@B154-brainsci-07-00049]\]. The dual-task paradigm is a behavioral procedure in which subjects are required to perform two different tasks simultaneously. When two tasks are performed under the dual-task condition, subjects often exhibit worse performance in one or both of the component tasks compared to when each component task is performed independently. This effect is known as dual-task interference. In human studies, this effect is considered to be caused by a limited capacity of cognitive resource, which corresponds to a task-general information-processing capacity in the brain that is shared by simultaneous cognitive tasks \[[@B155-brainsci-07-00049],[@B156-brainsci-07-00049]\]. The cognitive resource provides the workspace for information processing in a variety of cognitive functions. However, the capacity of the cognitive resource is limited. Therefore, when the subject needs to perform multiple cognitive tasks simultaneously, some neural system is required to allocate the cognitive resource to each task based on its demand for information processing.

The central executive in Baddeley's model is thought to be this neural system that allocates a limited capacity of memory to each slave component depending on the demand necessary for its performance. By doing this, the central executive can control the performance of the slave components. Baddeley (1986) \[[@B31-brainsci-07-00049]\] did not assign the central executive to any particular brain area. However, shifting of attention or the mental set, updating and monitoring of information, and inhibition of prepotent responses are typical examples of executive functions, and the prefrontal cortex is known to be an essential brain area for such executive functions \[[@B157-brainsci-07-00049],[@B158-brainsci-07-00049],[@B159-brainsci-07-00049]\]. Further, impairment caused by prefrontal damage often produces executive dysfunction \[[@B13-brainsci-07-00049]\]. Thus, the functions of the prefrontal cortex are closely linked to the functions of the central executive proposed by Baddeley. Therefore, the prefrontal cortex could act as the central executive and control the operations of other cortical systems. However, it is not yet clear how the prefrontal cortex acts as the central executive and how a prefrontal neural mechanism allocates a limited capacity of memory to each of multiple simultaneous tasks depending on their needs for information processing.

Watanabe and Funahashi (2014, 2015) \[[@B160-brainsci-07-00049],[@B161-brainsci-07-00049]\] examined this issue by comparing prefrontal neural activities using a dual-task paradigm. They used a spatial working memory task and a spatial attention task. In the spatial working memory task, which is the same as the ODR task, monkeys were required to remember the location of a visual cue that was briefly presented in the peripheral visual field and then perform a memory-guided saccade to that location at the end of the delay period. In the spatial attention task, monkeys were required to attend to a small white circle presented on a monitor and make a quick lever-release response when they detected a change in the color of the circle (from white to red). In the dual-task condition, the spatial working memory task was introduced while monkeys performed the spatial attention task. It is well known that the dorsolateral prefrontal cortex is an essential brain area for both memory and attention tasks \[[@B5-brainsci-07-00049],[@B79-brainsci-07-00049],[@B162-brainsci-07-00049]\] and that many neurons in this area are activated during performance of these tasks \[[@B5-brainsci-07-00049],[@B57-brainsci-07-00049],[@B79-brainsci-07-00049],[@B163-brainsci-07-00049]\]. Therefore, simultaneous performance of these two tasks could produce an interference effect, because both tasks require information processing based on a common neural resource. It is expected that, if a dual-task interference effect is observed behaviorally, the delay-period activity observed in the memory task might be affected and there may be a difference in the magnitude of activities between the single-task condition of the memory task and the dual-task condition.

Watanabe and Funahashi (2014, 2015) \[[@B160-brainsci-07-00049],[@B161-brainsci-07-00049]\] observed that the behavioral performance of the memory task was impaired in the dual-task condition and that greater impairment was observed in the memory task as the difficulty of the attention task increased. Thus, the dual-task interference effect observed in the memory task increased with an increase in the difficulty of the attention task. These results indicate that similar dual-task interference can be observed in both monkeys and human subjects. Next, they analyzed prefrontal single-neuron activities while monkeys performed both the memory task and the attention task under the dual-task condition and while monkeys performed the memory task alone under the single-task condition. They showed that both the memory task and the attention task recruited the activation of largely overlapping prefrontal neural populations. The degree of overlap of the neural populations recruited by these two tasks was correlated with the strength of the dual-task interference effect observed in behavioral studies. A higher degree of overlap in the recruitment of neural populations was observed when a greater interference effect was observed in the behavioral response. In addition, the magnitude of delay-period activity that represented spatial information of the visual cue in the memory task was significantly attenuated in the dual-task condition compared with the single-task condition. Further, a greater attenuation of delay-period activity was observed when the difficulty of the attention task increased in the dual-task condition. These results indicate that the ability of a prefrontal neural population to represent task-relevant information decreases in proportion to the increased demand of the concurrent counterpart task and that the dual-task interference effect originates in the simultaneous and overloaded recruitment of common prefrontal neural populations by the two tasks.

Watanabe and Funahashi (2014) \[[@B160-brainsci-07-00049]\] also explored the temporal dynamics of the competitive interaction between the memory task and the attention task in the dual-task condition. When monkeys performed only the attention task, the size of the neural population encoding information regarding the attention cue increased after the attention cue was presented, and its magnitude was maintained until the end of the attention task. Similarly, when monkeys performed only the spatial memory task, the size of the neural population encoding information regarding the memory cue increased after the memory cue was presented, and its magnitude was maintained during the delay period until the end of the memory task. In the dual-task condition, the size of the neural population encoding the attention cue showed similar temporal patterns as when only the attention task was introduced. On the other hand, although the size of the neural population encoding the memory cue transiently increased when the memory cue was presented, it was significantly attenuated during the delay period compared with the single-task condition in the memory task. However, the size of this neural population significantly increased ("reawakening") at the end of the attention task, and this increase was maintained until the end of the memory task.

These results show that the locus of the dual-task interference effect is the competitive and overloaded recruitment of overlapping neural populations in the prefrontal cortex by the two concurrent tasks. These results also suggest that the capacity of information processing by a single neuron is limited to a fixed level, can be flexibly allocated or reallocated between two concurrent tasks based on their needs, and enhances behavioral performance when allocated to a task. The concurrent elevation, attenuation, and reawakening of the size of neural populations observed in the dual-task condition suggest that the cognitive resource for information processing in the prefrontal cortex is divided and allocated to the two tasks based on their needs.

This view of neural processing has been corroborated by the results of recent single-neuron studies that investigated the neural basis of visual short-term memory for multiple locations \[[@B164-brainsci-07-00049]\] and multiple objects \[[@B165-brainsci-07-00049]\]. These studies showed that, when two locations or two objects were presented as memoranda within the same visual hemifield, the stimulus selectivity of prefrontal neurons was significantly attenuated relative to when the two stimuli were presented separately in different hemifields. These results suggest that the limited capacity of cognitive resources is the result of the limited computational capacity of single neurons. Dual-task interference is likely to originate in the competitive and overloaded recruitment of common neural populations by two concurrent tasks. Although the neural mechanisms for dividing and allocating a common and limited-capacity cognitive resource in the prefrontal cortex are not known, it is very important to identify these mechanisms when we try to understand the neural mechanisms of executive control by the prefrontal cortex and the neural system that is responsible for the central executive in the working memory model.

5.2. Neural Mechanisms for Monitoring Information Contents in the Prefrontal Cortex {#sec5dot2-brainsci-07-00049}
-----------------------------------------------------------------------------------

In Baddeley's model of working memory, the central executive plays the most important function among the different components. Miyake et al. (2000) \[[@B157-brainsci-07-00049]\] listed three separable executive functions: shifting of attention and the mental set, updating and monitoring of information, and inhibition of prepotent responses. When the prefrontal cortex functions as the central executive by controlling the operations of other cortical and subcortical neural systems using top-down signaling, it must monitor concurrent information processes within itself and other brain areas.

Humans can distinguish between what they remember and do not remember. This ability to monitor one's own memory state is an important feature of human cognition and is referred to as metamemory \[[@B166-brainsci-07-00049]\]. Human neuropsychological studies \[[@B167-brainsci-07-00049],[@B168-brainsci-07-00049]\] and neuroimaging studies \[[@B169-brainsci-07-00049],[@B170-brainsci-07-00049],[@B171-brainsci-07-00049]\] have revealed that the prefrontal cortex participates in metamemory processes. The neural mechanism of metamemory function is not yet clear, partly because it is difficult to conduct neurobiological studies on metamemory using animals. However, increasing attention has been paid to exploring the neural substrates of metamemory \[[@B172-brainsci-07-00049],[@B173-brainsci-07-00049],[@B174-brainsci-07-00049],[@B175-brainsci-07-00049]\]. Neurophysiologists have recently entered this field in the search for the neuronal correlates of uncertainty associated with decision-making \[[@B176-brainsci-07-00049],[@B177-brainsci-07-00049],[@B178-brainsci-07-00049],[@B179-brainsci-07-00049]\] and for the neural mechanisms of metamemory itself \[[@B180-brainsci-07-00049],[@B181-brainsci-07-00049],[@B182-brainsci-07-00049]\]. Studies of the neural mechanisms of metamemory functions in the prefrontal cortex could lead to important clues for understanding the neural mechanisms by which the central executive monitors information processes in slave components.

It has been believed that metacognition, which is the ability to monitor and access one's own memory processes, can only be found in humans, since only humans can use language and express their own introspective experience using language. However, recent behavioral studies have provided evidence that rhesus monkeys can monitor whether or not they remember target information that is necessary to correctly perform subsequent tests \[[@B183-brainsci-07-00049],[@B184-brainsci-07-00049],[@B185-brainsci-07-00049]\]. This ability is thought to be functionally analogous to human metamemory \[[@B186-brainsci-07-00049]\]. The metamnemonic ability of monkeys has been examined under an experimental paradigm with two important features. First, difficult memory test conditions are included to ensure that the monkey often experiences uncertainty, such as uncertainty regarding whether or not information that is necessary to make a correct response is remembered. Second, the monkey is given a chance to cope with uncertain trials by selecting an escape option that can be introduced immediately before \[[@B184-brainsci-07-00049]\], simultaneously with \[[@B183-brainsci-07-00049]\], or immediately after \[[@B185-brainsci-07-00049]\] a memory test. This escape option leads to a little more favorable result (e.g., getting a small amount of reward) than failure in the test (e.g., getting no reward), while correct performance on the test yields the most favorable result (e.g., getting a large amount of reward). The basic idea underlying these procedures is that, if the monkey can monitor its own memory state, the monkey can be predicted to select the escape option in trials in which a correct answer is uncertain. Consistent with this prediction, when monkeys perform a memory task that consists of a mixture of trials with various degrees of difficulty, they tend to select the escape option more frequently in more difficult trials, in which they are considered to experience mnemonic uncertainty (lower degree of confidence) more often than in easier trials \[[@B183-brainsci-07-00049],[@B184-brainsci-07-00049],[@B185-brainsci-07-00049]\]. Moreover, by selectively taking the escape option in uncertain trials, monkeys can increase the reward acquisition ratio, compared to when they are required to perform the same task without an escape option (forced choice conditions) \[[@B184-brainsci-07-00049]\].

Human studies have indicated that the prefrontal cortex plays an important role in metamemory. The metamnemonic capacity of monkeys can be examined with the use of an appropriate behavior. Neurophysiological studies have shown that prefrontal neurons exhibit directionally-selective delay-period activity, which has been considered to be a neural correlate of a mechanism for the short-term maintenance of spatial information in working memory \[[@B1-brainsci-07-00049],[@B4-brainsci-07-00049],[@B5-brainsci-07-00049]\]. Based on these findings, Tanaka and Funahashi (2012, 2016) \[[@B182-brainsci-07-00049],[@B187-brainsci-07-00049]\] examined whether and how prefrontal delay-period activity is related to subjective confidence in working memory. Monkeys were trained to perform a modified oculomotor delayed-response task, in which the monkey was required to make a saccade to a memorized location (memory test condition). The difficulty of the memory test was controlled by varying the number of distractors that were presented during the delay period. A feature of this task was the introduction of a choice period between the end of the delay period and the start of the response period. In the choice period, the subject was sometimes allowed to choose to either accept the memory test or decline the test and select the escape option, and sometimes forced to take the memory test. When the subject chose to take the memory test, it was required to make a memory-guided saccade to the location where the visual cue had been presented during the cue period. A correct response was rewarded with a drop of juice, while no reward was given for an incorrect response. When the subject declined the memory test and selected the escape option, it performed a visually-guided saccade to the visual target presented on the monitor, and only 30% to 50% of correct saccades were rewarded. Under these conditions, the monkeys\' performance in the memory test condition was significantly better when they chose to take the memory test by themselves than when they were forced to do so \[[@B182-brainsci-07-00049]\]. At the same time, the monkeys tended to decline the memory test and chose the escape option more often when the difficulty of the memory test increased \[[@B182-brainsci-07-00049]\]. These results agree with the prediction that the monkey can be predicted to select the escape option in trials in which a correct answer is uncertain, and indicate that the monkey can monitor its own working memory state. Middlebrooks and Sommer (2011) \[[@B180-brainsci-07-00049]\] also confirmed that monkeys have metamnemonic capacity in working memory.

Tanaka and Funahashi (2016) \[[@B187-brainsci-07-00049]\] examined single-neuron activities of prefrontal neurons while monkeys performed this metamemory task. Prefrontal neurons exhibited spatially selective delay-period activity regardless of whether the monkeys chose to take the memory test or to decline the test and take the escape option. However, an important observation was that the spatial selectivity of delay-period activity was significantly weaker when the monkeys chose to decline the memory test than when they chose to take the test. The reduction of spatial selectivity was not due to a decrease in the response to the preferred direction, but rather to an increase in the response to non-preferred directions. Since maintaining spatial information of the visual cue is important for performing this task and since delay-period activity has been considered to be a neural correlate of spatial working memory processes, the directional selectivity of delay-period activity and the maintenance of its strength are essential factors for monkeys to obtain the reward. A decrease in the spatial tuning strength of directional delay-period activity caused a reduction in the accuracy of spatial information regarding the visual cue. Thus, the quality of the spatial information represented by prefrontal delay-period activity is an important factor in the subject\'s choice regarding whether it chooses to take the memory test or the escape option. Therefore, spatially selective delay-period activity can serve as a source to estimate the subject's own confidence in their working memory.

On the other hand, Middlebrooks and Sommer (2012) \[[@B181-brainsci-07-00049]\] recorded single-neuron activity from the prefrontal cortex, the frontal eye field, and the supplementary eye field while monkeys performed a visual metamemory task using oculomotor responses. Monkeys were required to choose a visual target, which was presented at the same position as where the visual cue had been presented, by a saccade. In this task, monkeys first made a decision and reported it by a saccade. Next, they had to bet whether their decision was correct or not, by selecting one of two visual targets (high-bet target and low-bet target) using a second saccade. If the monkey made a correct decision and took a high-bet target, it obtained the maximum amount of reward. If the monkey made an incorrect decision and took a high-bet target, it received no reward during a 5-s timeout. If the monkey took a low-bet target, it received a small amount of reward regardless of whether it made a correct decision or not. They found that, although neural activity related to the decision and a bet was found in all three brain areas, the activity linking the decision to an appropriate bet was found exclusively in the supplementary eye field. Therefore, they concluded that the supplementary eye field is an important brain area for metacognitive processes and that the putative metacognitive activity began swiftly in the supplementary eye field during the decision stage and continued to the bet stage. Middlebrooks and Sommer (2011, 2012) \[[@B180-brainsci-07-00049],[@B181-brainsci-07-00049]\] used a task in which the monkeys needed to bet to reflect their confidence in their choice after they made a choice based on their memory. In contrast, Tanaka and Funahashi (2012, 2016) \[[@B182-brainsci-07-00049],[@B187-brainsci-07-00049]\] used a task in which the monkeys needed to choose a response after they estimated the confidence of their memory. Therefore, the difference between the tasks used may be responsible for the different activities in each brain area and the different contributions of different brain areas. Although these studies found some neural sources of metamemory processes, the neural mechanisms of metamemory processes and monitoring are not yet clear. Further studies are needed to identify which brain areas participate in metamemory processes, how the prefrontal cortex controls metamemory processes and how the prefrontal cortex monitors processes within itself and other areas.

6. Conclusions {#sec6-brainsci-07-00049}
==============

Delay-period activity is usually defined as tonic sustained activation observed during the delay period. This definition is based on the temporal profile of the neuron's discharge rate during the delay period. If we use this definition, delay-period activity can be observed not only in the prefrontal cortex but also in any brain area when the subject performs any task with a delay interval. However, since each brain area performs unique information processes using unique information, the information represented by delay-period activity may be different in different brain areas, even if these brain areas show the same temporal profile of delay-period activity. Therefore, a detailed analysis of the features of delay-period activity (e.g., information represented by this activity, selectivity, ratio of neurons having this activity) is critically important for understanding the mnemonic functions and the neural mechanisms of working memory in this brain area.

In the prefrontal cortex, delay-period activity is a neural correlate of the mechanism for temporarily maintaining information and a majority of this activity exhibits stimulus selectivity and encodes retrospective sensory (visual) information. Working memory consists of neural processes not only for the short-term active maintenance of information but also for manipulation of information. When executive functions operated by the prefrontal cortex are considered, neural processes for manipulating information would be more important than for maintaining information. Examining neural activities using a dual-task paradigm or a metamemory task, some important mechanisms related to the central executive have been identified. Although further studies are needed to elucidate how the prefrontal cortex controls memory resource and supervises other systems, detailed analysis of delay-period activity could provide important clue for these mechanisms.
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